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DETAILED ACTION 

Claims 1-15 have been cancelled. 

Claims 16-33 have been added and are currently pending. 

Information Disclosure Statement 
The IDS filed 10/18/05 has been considered and an initialed copy of the PTO- 
1449 is enclosed. 

Specification 

The disclosure is objected to because of the following informalities: 

The brief description of the drawings for Figure 1 should include the SEQ 

Id NO. 

Appropriate correction is required. 

Drawings 

The drawings are objected to because Fig 2B cannot be read. Corrected 
drawing sheets in compliance with 37 CFR 1 .121(d) are required in reply tp the Office 
action to avoid abandonment of the application. Any amended replacement drawing 
sheet should include all of the figures appearing on the immediate prior version of the 
sheet, even if only one figure is being amended. The figure or figure number of an 
amended drawing should not be labeled as "amended." If a drawing figure is to be 
canceled, the appropriate figure must be removed from the replacement sheet, and 
where necessary, the remaining figures must be renumbered and appropriate changes 
made to the brief description of the several views of the drawings for consistency. 
Additional replacement sheets may be necessary to show the renumbering of the 
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remaining figures. Each drawing siieet submitted after the filing date of an application 
must be labeled in the top margin as either "Replacement Sheet" or "New Sheet" 
pursuant to 37 CFR 1 .121(d). If the changes are not accepted by the examiner, the 
applicant will be notified and informed of any required corrective action in the next Office 
action. The objection to the drawings will not be held in abeyance. 

Claim Rejections • 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, In such full, clear, concise, and exact terms as to enable any person skilled In the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his Invention. 

The following Is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

Claims 16-33 are rejected under 35 U.S.C. 112, first paragraph, as the specification 
does not contain a written description of the claimed invention, in that the disclosure 
does not reasonably conyey to one skilled in the relevant art that the inventor(s) had 
possession of the claimed Invention at the time the application was filed. 

There is insufficient written description encompassing Sap-1 because the relevant 
Identifying characteristics such as stmcture of other physical and/or chemical 
characteristics of Sap-1 is not set forth in the specification as filed, commensurate in 
scope with the claimed invention. 

Vas-Cath Inc. v. Mahurkar . 19 USPQ2d 1111, makes clear that "applicant must 
convey with reasonable clarity to those skilled In the art that, as of the filing date sought, 
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he or she was in possession of the invention. The invention is, for purposes of the 
'written description' inquiry, whatever is now claimed " (See page 1117.) The 
specification does not "clearly allow persons of ordinary skill in the art to recognize that 
[he or she] invented what is claimed." (See Vas-Cath at page 1116.) 

Adequate written description requires more than a mere statement that it is part of 
the invention and reference to a potential method for isolating it. See Fiers v. Revel . 25 
USPQ2d 1601 , 1606 (CAFC 1993) and Amaen Inc. V. Chuoai Phannaceutical Co. Ltd. . 
18USPQ2d 1016. 

One cannot describe what one has not conceived. See Fiddes v. Baird . 30 
USPQ2d 1481, 1483. In Fiddes v. Baird . claims directed to mammalian FGF's were 
found unpatentable due to lack of written description for the broad class. The 
specification provided only the bovine sequence. 

The instant specification only discloses that Sap-1 was isolated and disclosed by 
Matozaki and Kasuga, Cell Signal. 8:13-19 (1996). See page 9-bottom. 

Applicant is relying upon certain biological activities and the disclosure of this limited 
representative number of species to support an entire genus. The instant invention is 
directed to methods of treating or preventing a cross-linking agent that cross-linkes at 
least two Sap-1 molecules, yet the instant specification does not provide sufficient 
written description as to the structural features of said Sap-1 as currently encompassed 
by the claims. Also, the specification does not provide for the correlation between the 
chemical structure and the function of the genus Sap-1 , currently encompassed by the 
claimed invention. The reliance on the disclosed limited examples of the Sap-1 
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indicated above and disclosed in tlie specification as filed does not support the vyritten 
description of any Sap-1 . It has been well known that minor structural differences even 
among structurally related compounds or compositions can result in substantially 
different biology, expression and activities. The specification as filed does not provide 
written description for Sap-1 structurally unrelated to the Sap-1 indicated above and 
disclosed in the specification as filed and encompassed by the claimed Invention. 

A person of skill in the art would not know which sequences are essential, which 
sequences are non-essential, and what particular sequence lengths identify essential 
sequences for Identifying a Sap-1 structurally unrelated to the Sap-1 indicated above 
and disclosed in the specification as filed. Mere idea or function is insufficient for written 
description; isolation and characterization at a minimum are required. 

The instant claims do not provide sufficient structural and functional characteristics 
coupled with a known or disclosed correlation between function and stmcture. Since 
the disclosure fails to describe the common attributes or characteristics that identify 
members of the genus of Sap-1 the specification does not provide sufficient written 
description for the genus of Sap-1 . 

The Guidelines for the Examination of Patent Applications Under the 35 U.S.C. 112, 
1 "Written Description" Requirement make clear that if a claimed genus does not show 
actual reduction to practice for a representative number of species; then the 
Requirement may be alternatively met by reduction to drawings, or by disclosure of 
relevant, identifying characteristics, i.e., structure or other physical and or chemical 
properties, by functional characteristics coupled with a known or disclosed correlation 
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between function and structure, or by a combination of such identifying characteristics, 
sufficient to show the applicant was in possession of the genus (Federal Register, Vol. 
66, No. 4, pages 1 099-1 111, Friday January 5, 2001 , see especially page 1 1 06 column 
3). 

Applicant is cautioned against the addition of new matter: 

The incorporation of essential material in the specification by reference to a foreign 
application or patent, or to a publication is improper. Applicant is required to amend the 
disclosure to include the material Incorporated by reference. The amendment must be 
accompanied by an affidavit or declaration executed by the applicant, or a practitioner 
representing the applicant, stating that the amendatory material consists of the same 
material incorporated by reference in the referencing application. See In re Hawkins . 
486 F.2d 569, 179 USPQ 157 (CCPA 1973); In re Hawkins . 486 F.2d 579, 179 USPQ 
163 (CCPA 1973); and In re Hawkins . 486 F.2d 577, 179 USPQ 167 (CCPA 1973). 

An application as filed must be complete in itself in order to comply with 35 U.S.C. 
112; however this does not bar incorporation by reference. Ex parte Schwarze . 1 51 
USPQ 426 (Bd. of Appeals, 1966). an application for a patent when filed may 
incorporate "essential material" by reference to (1) a United States patent or (2) an 
allowed U.S. application, subject to the conditions set forth below. "Essential material" 
is defined as that which is necessary to (1 ) support the claims, or (2) for adequate 
disclosure of the invention (35 U.S.C. 112). "Essential material" may not be 
incorporated by reference to (1) patents or applications published by foreign countries 
or regional patent offices, to (2) non-patent publications, to (3) a U.S. patent or 
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application wliich itself incorporates "essential material" by reference or to (4) a foreign 
application. See In re Fouche . 169 USPQ 429; 439 F.2d 1237 (CCPA 1971). 

Nonessential subject matter may be incorporated by reference to (1 ) patents or 
application published by the United states or foreign countries or regional patent offices, 
(2) prior filed, commonly owned U.S. applications or (3) non-patent publications, for 
purposes of indicating the background of the invention or illustrating the state of the art. 

The referencing application must include (1) an abstract, (2) a brief summary of the 
invention, (3) an identification of the referenced patent or application, (4) at least one 
view in the drawing in those applications admitting of a drawing, and (5) one or more 
claims. Particular attention should be directed to specific portions of the referenced 
patent or application. 

Claims 16-33 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The ciaim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention.. 

Factors to be considered in determining whether a disclosure meets the 
enablement requirement of 35 USC 112, first paragraph, have been described in In Re 
Colianni, 195 USPQ 150 (CCPA 1977) and have been adopted by the Board of Patent 
Appeals and Interferences in Ex Parte Forman, 230 USPQ 546 (BPA1 1986). Among 
these factors are: 

1 . the nature of the invention, 

2. the state of the prior art, 

3. the predictability or lack thereof in the art. 
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4. the breath of the claims, 

5. the amount of direction or guidance present, and 

6. the presence or absence of working examples. 

The following is an analysis of these factors in relationship to this application. 

Applicant discloses and claims methods to treat or prevent (can read on 
complete prevention (see page 13) cancer by administering a cross-linking agent that 
cross-links at least two Sap-1 molecules. 

In support of these claims, applicant's provide in vitro data using the extracellular 
domain of Sap-1 . This data shows that the extracellular domain of Sap-1 is essential for 
Sap-1 dimerization, that this dimerization diminishes the catalytic activty of Sap-1 which 
results in activation of c-src oncogenic activity. Applicant goes on to speculate that this 
dimerization mav be useful in treatment or prevention of Gl or other cancers (see 
Conclusion of Example 6). 

One cannot extrapolate the teaching of the specification to the claimed invention 
because the in vitro experimental data presented is clearly not drawn to subjects with 
tumor cells. Freshney (Culture of Animal Cells, A Manual of Basic Technique, Alan R. 
Liss, Inc., 1983, New York, p4) teach that it is recognized in the art that there are many 
differences between cultured cells and their counterparts in vivo. These differences 
stem from the dissociation of cells from a three-dimensional geometry and their 
propagation on a two-dimensional substrate. Specific cell interactions characteristic of 
histology of the tissue are lost. The culture environment lacks the input of the nervous 
and endocrine systems involved in hbmeostatic regulation in vivo. Without this control, 
cellular metabolism may be more constant in vitro but may not be truly representative of 
the tissue from which the cells were derived. This has often led to tissue culture being 
regarded in a rather skeptical light (p. 4, see Major Differences in Vitro). Further, 
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Dermer (Bio/Technology, 1994, 12:320) teaches that, "petri dish cancer" is a poor 
representation of malignancy, with characteristics profoundly different from the human 
disease. Further, Dermer teaches that when a normal or malignant body cell adapts to 
immortal life in culture, it takes an evolutionary -type step that enables the new line to 
thrive in its artificial environment. This step transforms a cell from one that is stable and 
differentiated to one that is not, yet normal or malignant cells in vivo are not like that. 
The reference states that evidence of the contradictions between life on the bottom of a 
lab dish and in the body has been in the scientific literature for more than 30 years. 
Clearly It is well known in the art that cells in culture exhibit characteristics different from 
those in vivo and cannot duplicate the complex conditions of the in vivo environment 
involved in host-tumor and cell-cell interactions. Thus, based on the cell culture data 
presented in the specification, it could not be predicted that, in the in vivo environment, 
the antibody of claim 1 could be used in an in vivo setting. 

Further, j^ne cannot extrapolate the teaching of the specification to the claims 
because it is well known that the art of anticancer drug discovery for cancer therapy is 
highly unpredictable, for example, Gura (Science, 1997, 278:1041-1042) teaches that 
researchers face the problem of sifting through potential anticancer agents to find ones 
promising enough to make human clinical trials worthwhile and teach that since formal 
screening began in 1955, many thousands of drugs have shown activity In either cell or 
animal models but that only 39 have actually been shown to be useful for chemotherapy 
(p. 1041, see first and second para). Because of the known unpredictability of the art, in 
the absence of experimental evidence, no one skilled in the art would accept the 
assertion that the claimed methods could be used for just any cancer and this is 
underscored by Jain (Sci. Am., 1994, 271 :58-65) who teaches that tumors resist 
penetration by drugs (p.58, col 1 ) and that scientists need to put expanded effort into 
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uncovering the reasons why therapeutic agents that show encouraging promise in the 
laboratory often turn out to be ineffective in the treatment of common solid tumors (p. 
65, col 3) and that not all tumors behave the same and can be treated with the same 
drugs. 

Furthermore, applicant is claiming very broadly. First of all, applicant is claiming 
the treatment or prevention of all types of cancers. It is well known in the art that one 
compound cannot treat/prevent all types of cancers (see Johnson, Cancer Treatments 
vol. 2 p. 1 (1975) (see table 2). Second, applicant is claiming all types of cross-linking 
agents (see page 13 of spec.) which can be proteins, polypeptides, fragments, fused 
proteins, muteins and derivatives and salts thereof. The in vitro data provided by 
applicant uses antisense sequences, not proteins, polypeptides, fragments etc. Even if 
applicant had provided sufficient conrelation Of the in vitro data or in vivo use, the 
examples would still be insufficient because one skilled in the art would not readily 
correlate nucleic acid sequences to amino acid sequences or antibodies (which is what 
applicant's claims 21+) are directed to. Third, applicant is claiming the "prevention" of 
cancer. This reads on administering the cross-linking agent as a vaccine and cancer 
vaccines. Essell (J. NIH Res. 1995 7:46) reviews the current thinking in cancer 
vaccines and states that tumor immunologists are reluctant to place bets on which 
cancer vaccine approach will prove effective in the long run (see the entire document, 
particularly the last paragraph) and further states that no one is very optimistic that a 
single peptide will trigger an immune response strong enough to eradicate tumors or 
even to prevent the later growth of micrometastases among patients whose tumors 
have been surgically removed or killed by radiation or chemotherapy (p. 48, para 6). In 
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addition, Spitler (Cancer Biotherapy, 1995, 10:1-3) recognizes tine lack of predictability 
of the nature of the art when she states that "Ask practicing oncologists what they think 
about cancer vaccines and you're likely to get the following response: "cancer vaccines 
don't work". As a venture capitalist of the director of product development at a large 
pharmaceutical company and you're likely to get the same response." (p. 1 para 1). 

Therefore, In view of the lack of guidance in the specification and in view of the 
discussion above one of skill in the art would be required to perfonn undue 
experimentation in order to practice the claimed invention. 

Claims 24, 26, 28 and 31-33 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite forfaiting to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

a. In claims 24-, 26 and 28, "claims" should be -claim--. 

b. In clairhs 31 and 32 the terminology "derivative" renders the claims vague and 
indefinite. How is the agent "derivatized"? What? 

Conclusion 

The claims are free from the art of record. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sheela J. Huff whose telephone number is 571-272- 
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0834. The examiner can nomially be reached on Tuesday and Thursday from 5:30am 
to 1:30pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Infomiatlon regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-dlrect.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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